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(2) 2002-531396 




lit 2) 



(3) 
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R5|l-N-R'8 R19 

R'M^H, (Ci-Ce) 7;U^;b. (Ca-Cio) iy i7 ay Jl^^Jl^fzlty 

a^i^. (C3~C8) i^^U^^UT)^^)],. -CONR^fi (CH2)pNR20R 
2> . - (CH2) p- (CHR22)»- (CH2) n-NR2o R2» , 1^ti\t- (CH2 
) p- (CHR22) (CH2) n-NR20R2J ( c C T . pHO-ST^D. m 
\tO--bX^K>. nliO'-5T$>0. R22 tj:b KD4^->^/c:Ji (Ci-Ce) 7 )V 
^)VXih^) xmm.-^n. ^\.XR^^ ^^JSR^^ \t%^%\\^\Z. i^TOD : 

(a) H, (C1-C12) 7)V^)V. (C3-C12) i^^U7)V^)],. (C 
a-Cio) -^xDv:::? □7Jl/^;U, (Ce'-Cjo ) TO—Jl. (Cs — Cg) ^-rD 
7'J-;i/. (Ci-Ce) 7)V=^Jl (C6-C]2) 7 U --^l- (mjIScOSti 1 ^Xll 
-enJl^^CDb Hd4^>^. /ND. 7^^, h U :7;b^Dp^5";U, (Ci-'Ce) 7Jb 
^)V. (Ci-Ce) 7;l^n=^'>, (Ci-Ce) 7)V^)V (Ca'-Cio) ^t^Dv- 
i>D7;U^;i'^/c('5 (Ci-Ce) 7;i/4^;b (Ce-Cjo) 7 U — ;HC J: 0 ftSiC 

(b) NR«> R2Mi-*ilC;^j:oT7K^. ^^b^ U >^fc(i4 - (Ci'-Ce 
) 7Ji^^Jl\i^^i^>^^^t) X^K). 

Ce) 7;u4^;i^^/iii (Cz-Cs) 7;L'^-ju. 
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(b) /ND, (Ci-Ce) Tj]^zi^'>iz^omt^^n^y=L:zj], 

lit 3] 




R^lt- (C]~C6) yjl^Ji^s (C3'-Cio) >^:i7D7;i.4^;i.^7"cij::7x-;b 

. (03-08) i^C7n^^nT)V^)V. -CONR'^ (CHz) pNR2o R2i , - 
(CH2) p- ) (CH2) n-NR20 R21 , ^fzlt- (CH2) p- 

(CHR22).- (CH2) n-NR2o R21 (CC:T> pl^0-5T$)0. mfiO 
-5T^0. ntiO-5T^D, R22 lit H D^^i^^^cli (Ci-Ce) 7;i.=^;l^ 
T^^) TM^^n. -E-LTR20 :feJ:I/R2i i-i^>«eSiJ^tC. H. (Ci'-Ciz) 

(03 — 012) ->iJ7n7;u4^;b, (Cs — Ojo) ^-t^d dt;!.:^;^ 

, (C6~0io) (O5-C9) -^^nTU-";!-, (Ci-Oe) 7;i^^ 

)V (06-0)2) 7U-;l/ (Suieoat^l ":?Xti^4m±i30fc: HD4^f>. yND, 
T^J. Y^)y)V^U:^^}V. (Oi-Oe) TJl^Jl. (Oi-Oe) 7Jl/Zi:^-> 
, (Oi-Oe) 7)1^)1 (03-Cio) ^xD>>ri7 DJJb^^Jl.) (Oi-O 

6) 7;i/^;i. (Oe-Oio) Y^j-juz^oaMizmm^n^) f}^^m^K^t\^) 

I I 1 S : 



ft 



(5) 
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[ft 4] 




RIO (.j^_jSi_Ris R19 (ZZX% R'^t. H, (Ci-Ce) 7 JV^JV^fzlty 
R'M-iH. (C)~C6) TJl=^)l. (Cs'-Cio) {? U7 )V^)V^tL\ty 
□ =^f>. (Cs'-'Cb) >'^D^-7^D7Jl/^;l^, -CONR'8 (CHz) pNR20R 

21, - (CH2) p- (CHR22)b- (CH2) n-NR2° R21 , ^/ci^- (CH2 

) p- (CHR22 ) „- (CH2) n-NR2o R21 {Z,Z,X*. p\tO--bX^K>. m 
(i0~5T^0. nHO'-ST^O. R22 t H D4^i> (Ci-Ce) 7JU 

T®^$n, ^LTR2o :feJ:r/R2i t^#>^^S}J><?|c. Jl^TCO : 

(a) H. (01-012) T)V^)V. (C3 — C12) ->^7 dt;u4^;u. (C 
JU-^l-. (Ci-Ce) y;!/^;!/ (Ce-Ciz) 7U-;b (m)iscoamo3i(-^ 

(Ci-Ce) 7;i^:3^->. (Ci-Ce) 7)V^)V (Ca-Cio) ^t^Dv- 

^□7;b^;i^> (Ci-Ce) 7ji^)i (Cs-Cb) -^xD7»j-;i/^;^cii (Ci 

(b) NR20R?! \t-^lZt^^XA<ms "EJlt-'J >^rzlt4- (Ci-Ce 
) 7;U4^;Ub'^^i^>^^T) TfeO, 



1 



(6) 2002-531396 

T 

1 Vffi : 
UtS] 




R^MIH, (Cj-Ce) 7)V^)V. (C3-C30) ->^D7;l'^;U^/ctl>' 

D=^->. (Cs — Cb) zy^a^y'nTJl^Jl. -CONR18 (CH2)pNR20R 

, - (CH2) p- (CHR22)„- (CH2) „-NR2o R2J ^/ct^- (CHz) 
p- (CHR22) (CH2) n-NR20R2i (c::iT\ pJ^O'-SX^D, mtl 
0-5T'feO, nl^ 0'-5T'$)0, R^^ t H D^f>^/cti (Cj'-Ce) 
Jl'Xh^) TSi^^tl, -^LTR^o 4^J;U^'R2M;i^>^SU>^^^C. ^TcD : 

(a) H, (Ci'-Ci2) T)V^)l. (03-0)2) *>i7 d7;1/4^;U, (C 
a'-Cio) ^xn">^ Py;!/^^;!/. (Ce — Cio) 7'J--;l/ (Cs — Cg) ^5^D7 
;k (C5--C9) ^xD7'J-;l^, (Ce-Cjo) 7^J-)V:^^ZS (Ci-C 
6) 7;i^4^;U (Ce-Cio) 7 0-Jl (fulBc7)Sli 1 •^3^i-5^4m±a:>h Kd:^-> 
, /ND, 7^y, h U :7;U:tD>5^>lU, (Ci^-Ce) 7JU^;l/, (Ci'-Ce) 7 
;i'D^->, (Ci-Ce) 7)1^)1 (Cs'-Cio) ^5^U'>^U7)l^)l. (Cj- 



(7) 
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Ce) TJl^Jl (Cs-Cg) 7 U (Ci-Ce) 7Jl^)l (Ce- 



V 




t 

R^M^H, (Cj'-Ce) 7JV^)l. (Ca'-Cio) i^>:7 P 7>ll/4^;b^;^ci^:7 

x:i;i/T^oT, t9iS7;wi^, '>i7D7;b^;i/^fc«:7x:z;i.®tifiSict K 

□ (Cs — Cb) >':^D^7^D7;U^>lb, -CONRis (CH2)pNR2^R 

- (CH2) p- (CHR2? ) (CHz) n-NR20 R21 ^^^t^- (CH2) 

p- (CHR22) „- (CH2).n-NR2o R2^ (CCT\ pi-iO-5T^O. m\t 
0-5T^0. nliO-5T^D, R^Mlfc K o=^->^;^ct^ (Ci-Ce) 7)1^ 



I 



(8) 



4ta2 002-531396 



(a) H, (Ci^Ci?) T)V^)Vs (Cs'-Ciz) v^D7;m^;i., (C 
a-Cio) ^5-Ui^^U7)V=^)V. (Ce-Cio) TU-;!-. (Cs-Cp) -^5"a 
7U-;i/. (Ci'-Ce) T)V^}V (Cs-Cio) 7U-;i/43j:I/ (Ci-Ce) 7 

(Cs-Cg) ^xD7'J-;i/ (Huf2(^Sfil'::33lli^nJ[^.±cDh Hd^v^ 

. /ND, 7^y. h U :7;b:tD^5^;k (Cj-Ce) yjl^Jl. (Ci-Ce) 7 
Jlzi=^'>. (Ci^-Ce) TJl=¥)l (C3-C10) ^7"Di>i^D7;l'=^;L'. (Ci- 
Ce) 7;U^;i/ (Cs-Cg) 7 U -;U^;^cli (Ci-Ce) 7;i/4^;i/ (Ce- 

) 7;i/4^;ni^^>?>^.^-r) T^D, tLT 

R^M^, H, -Ka. (Cj-Ce) YJl^ZJ^i^. ^^i^lty )\^:ta. ^ua^ 
. 175. 24J4octD^'249:^^'i^^l|76^6iiS^$n-57^ y®£^itStC^7.-t>X?i^ 

e 

[»*ii8] xm (a) *5<tl/ (b) 7&^'§i#3^tiT^JS$ti^iSd^]»iC[) 



(9) 
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im^mi4] xfi (a) ^jizs (b) 7:?^'fHiP#(c*js$n-6ii^]i9(D:;& 



[if*:^i 5] urn (a) (b) ^^^\^m.^^xmm^ n^mj^m9 



[ii:*iil8] SStB:$'>yi^S7!?^'p 5 3. p 6 3 43^t/p 7 3 7!i^ "ifig^P 

m^^i 9] t5i£i$'>/ti:7M;i^^p 5 3T*-i>iis^^i 7<D-^mo 



lit 7] 



I 



(''O) 002-531396 




(r;iT. R'M^H, (Cj-Ce) T Jl^Jl^tilty :l-)VX^$>K) . ^LT 
R^MIH. (Ci-Ce) TJi^^Jl. (Cs'-Cio) i^^ UT Jl^JV^fzkty 

a^^i^, (Ca — Cs) z^^a^^oyjl^^Jl. -CONR^^ (CHz) pNR^o R 

21 , - (CH2) p- (CHR22 ) (CH2) n-NR20 R 21 (CH2) 

p- (CHR22) (CH2) n-NR20R2» (ZZX\ p tj: 0 - 5 0 , mti 
0-5TfeO, nliO~5T^D. R^^ h: H D^->^;^c('i (Ci-Ce) T^l.^ 
;UT&^) TMJ^^n, ^{yXR'^° ^JilfR^^ It^^Wl^lZ. SIT(D : 



C^) 4tS 2002-531396 

(a.) H, (C\--C\2) yji^ji. (€3-012) ly^ayji^^ji. (c 

3--C10) ^y^uiy^uT)V^)V^ (C6--C10) 7U— (Cs-Cb) 
7U-;U. (Ci-Ce) T)V^)V (06-012) 7'J-;U (BUfe(^)S«103il-l 

^tiJ^.±cot: Ha^^v-. yNP. T^y. h 'J :7;i.:t a>5^;i., (Ci-Cg) 7)1- 

(Ci— Ce) j;!^:^^^-, (Ci— Ce) 7)1^)1^ (C3 — Oio) -^xDv 
^□yjl.^;L.^^clj: (O.-Oe) 7)V^)V (Ce-Cio) 7 U i: 0 ^£-lc(C 

(b) NR2° R2Mi-^^li;:i:oT7l<:^, ^^U^ U >^;^ct^ 4 - (Oi-Oe 

) 7)\^^)l\i^'yi^>^7hL'. 

(a) %^^mzi'oy.\t^n\:j.^ia:>y :L-}vm\zXK^m».^n^ (Ci- 

Oe) 7;l'4^;U^fcll (Cz-Cs) 7)Vtr:^)l. 

(b) y\D, (Oi-Oe) 7;l^3^->tlct O^^^n-S^x-Jl/ 

R^43cfcl/RM-lf^-T^'57i)^^;tlim^«^:0. H. "hD. (Ci-Oe) 7 



I 




R9|^- (Oi— Oe) 7Jl'^;i/, . (Os-Oio) ^ U7 )l^)V^fz\±^ 

. (O3-O8) 0^^x07 Jl^JV. -OONR^fi (OH2) pNR2o R?» , - 
(CH2) (CHR^2 ) (CHz) n-NR^o R^^ ^fzlt- (CH2) p- ( 



I 



C'^) #g 2002-531396 

CHR?2) (CH2) n-NR2o R2» (c:;iT% p«0-'5T$>0, miiO- 

TSM^tl, ^LTR20:feJ:UCR2i i^^^S'J^IC. H. (C1-C12) T 
JV^JV. (C3'-Ci2) ->^D7;i/^;i/, (Cs'-Cio) ^-T^DS^i:? dt;!^^;!/, 

(Ce-Cio) y^J-Jl. (Cs'-Cs) ^7^D7'J— (Ci-Ce) T 

h U :7;i.:;rap^5";U. (Gi-Ce) TyU+jl.. (Ci-Ce) 7;H3^^>. 
(Ci-Cg) yjl^Jl (Cs'-Cio) ^y-Ui^C^UT)V^M , (Ci— Cs) T 
^b^;!/ (Cs-Cg) ^7^aTU-;i/^;^cl^ (Ci-Ce) ZA^;!. (Ce-Cio) 




R^M^H, (Ci-Ce) y)V^)V. (C3-C10) v-^ □7;b^;b^/cti7 

P^v-. (Ca-Cs) >'^D^xD7;l'^>/I/, -CONRJ« (CH2)pNR20R 

- (CH2) p- (CHR22)».- (CH2) „-NR20 R" ^/cfj:- (CH2) 
p- (CHR22) „- (CH2) n-NR20R2i ( c C T\ p(-^0-5T$)D, mtl 
O-STSO, nfiO-ST^bO, R22 t^b Hn^i^^fcti (Ci-Ce) 7;i/4^ 

(a) H. (Ci— C12) 7)V^)V. (C3'-Cj2) □ 7;i'4^;l', (C 



("^3) it#||2 002-531396 



3-Cio) ^y^Uzy^ayjl^Jl. (Cb'-Cjo) 7^J-Jl. (Cs-'Cg) 
7U-;b. (Ci-Ce) J^l-^^U (C6-Ci2) 7 (mt^CDmt I ^DXit 

tt\&,±(0\i\^u:^zy. ;nd, 7^^, h 0 ^ )\^^ u (Ci-Cg) 7;^ 

(Ci'-Ce) YJlZi^i^. (Ci-Ce) 7;i'^;i/ (Co-Cio) -^7^D'> 
:^ D7;i/4^;i/, (Ci—Ce) 7;U^;U (Cr.'-Cs) ^xa7 U— ;U^>cij: (Ci 

) 7;i/^;i'h'^:^i^>^^-r) T^t9. 

T 

^J:t)^'R>M-i, l^-T^^75^^/:illS;^ci:0, H. -hD, (Ci-Ce) 7 

Rl3 




Ri9|iH, (Cj-Ce) TJl'^JV. (Ca'-Cio) □ 7 

x-ji-T^oT, tijie7;i'^;i'> ">:^n7;u=^;i/^/ii^:7x-;usi^fi:Sict h 

D^f>, (Ca'-Cs) i^^n^y-a7)l=^)]^. -CONRis (CH2)pNR2"R 
- (CH2) p- (CHR22)»- (CH2) n-NR^o R2' (CH2) 



I, 

5' 



(^"^^ #^2 002-531396 

p- (CHR22) (CH2) „-NR20R2J {CZX\ pl^0-5T$>0. ml^ 

(a) H, (Ci-Ciz) T}V^)V. (Cs-Ciz) S^^i? nj;!.:^;!^, (c 
s'-Cio) ^7^D*>^ DTjU^^;!/. (Ci'-Ce) 7)V^)]/ (Cs — Cs) ^7"D7 
U— ;k (Cs-Cg) -^^D7iJ-;b, (Ce'-Cio) 7'J-;b43j:i; (Ci-C 

, j\u. T^j. h U :7;i.^Dp<5";i., (Ci-Ce) yji^jVs (Ci-Ce) t 
;i.n:^^'>, (Ci-Ce) 7)V^)V (03-010) ^T•D'>^□7;^^;^, (Ci-- 

Cg) (Cs-Cg) ^^U7^)-)V^^ZS (Ci-Ce) 7;i/^;i/ (Ce- 

(ta) NR20 R21 |.j;-^ic7^j:oT^I<:^, U >^/ci^4 - (Ci-Ce 

T 

R'^ 45ctt/R'Ml. I^-T^^7!?^^/cll^/j:0, H, -hn, (Ci-Ce) 7 




(15) 
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R^M^H, (Cj-Ce) yjl^JU. (Ca-Cio) '> ^ U7 Jl^Jl^tzity 

□ ^v, CC3~Cs) i^^U^y^ayjl^^Jl-^ ~C0NR»8 (CH2)pNR20R 
2', - (CHi) p- (CHR^M (CH2) n-NR^o R^i ^/cli- (CH?) 
p- (CHR22) (CH2) n-NR20R2. (-^T, plS0-5T^0, m\t 
0~5T^)0. ntiO~5T^D, R ^2 t K P^v-^/ci^ (Ci-Ce) 7 Jl^ 
JlTh^) TMJ^^n, "^bTR2o i3<J;DCR2) J^TcD : 

(a) H, (Ci — Ciz) yjl^Jl. (C3~Ci2) >^^a7Jl^jl^ (c 
s'-Cio) ^7"a>'^D7;i'4^;l/, (C6~C]o) (C5-C9) ^5^a 
7U->'l/> (Ci'-Ce) 7}V^)V (Ce-Cio) 7 U -^b^Sctt/^ (Ci-Ce) 7 

, AD, 7^y. h »J >';l/:tP>^Jk (Ci—Ce) 7Jl/^>/l/, (Ci-Ce) 7 
(Ci-Ce) yjl^Jl (Ca-Cio) ^"rUi^^UT (Ci~ 
Ce) 7;l/4^;U (C5~C9) ^'7^n7U-;U^;^c{5 (Cj-Ce) 7;i/^;l/ (Ce- 

Clo) 7U->»^^Ccfco^^S:^cM^^$n-6) ;0^6iSiR^n'g);i;\ 

(b) NR20 R2I t^-J^lc;:3:oT7KlS. U >^/cl^4 - (Ci-Ce 
) 7;L'^;^b^^^>?>^^T) T^O, -^UT 

R>M^, H> -hD, (Ci—Ce) 7;i/3=^>', VW^:7 jU^D, ^DD^ 

n «i iii?^ ^ n /\ □ y > b jli;^ $ n ^ :^?io 



(16) it#g2 002-531396 

Utl 3 ] 




[{bi 4] 




[2- (4 -i:7DD- >'x-;u) -x^;u] - (3 -:7x>'5^7>?>- i o --r 
[<b 1 5 ] 




c6 



[^t 1 6 ] 



(17) 




[l-^5^;^-3- (2. 6, 6-h'J;^5^;i^-i5'aa^4^;^-2-x-Jl.) - 

70)1] - (3-:7xy5"7>^>- 1 0 -<;i.-yDti;i/) -7^>, 

Utl7] 




(7-Xh4^'>-l, 2, 3, 4~5^h^h: HD-;^7^U>-2~-r;l/) - ( 

3 -:7xy5"7>^>- 1 0 — nv-zfuMM -y^>, 

1 8 ] 




N' - (9 -:7;i/;ta~^>7 [c] T^0i>>-1 )V) -N, N-S^p^^ 



I 



I 



CS) 2002-531396 




Ut2 0] 




N^- {2- [2- (4 - >^DqE-:7x-;U) -tf-Jl^] -7-:i7DD-^:f 

ij>-4 — r;H -N^ N' ~ v?x^;u-^>^>- 1 . 4~s^7a>. 

[^b2 2) 



V 



(19) 2002-531396 

0\ 




3 — V-y :i 

[^b2 3} 

( 

* 




2- [ (2-h Kd^^v'-X^;!.) - (3- {2- [2- ( 4 - > h 4^ i> - :7 x 

-b*-;u] -4^t^/u>-4--r;i^7^y ) -yet:;!/) -7^y] -x 

[ft 2 4] 




(1 -^>>^>)b-b'--^Ui^>-4--1'Jl/) - (3-7xy5^7>^>- 1 0--fA 



1 



2002-531396 

lit2 5] 




[2- i4-^aa-yjL-ji) -j^^-Jl] - (3 -:7xy 5"7>?>- i o --r 

[fb2 6] 




[ib2 7] 




[l->^Jl/-3- (2, 6, 6-h'J;>^5^;l^-:i7DD^4^X-2-xz:;U) - 

[^b 2 8 } 



t 



(21) 4*11 2002-531396 




N' - (9-:7;l/:tD"^>y [c] 7^ 'J>^>- 7 --rJb) -N, N->^pC5^ 
[^b3 0] 




[ib3 1} 



I 



1 



(22) 2002-531396 




2- {4- [4- (^>y [g] u>-4-'i';b7^y) -yjL-ju] -tf 

Ut3 2) 




(2- [2- (4 -y^a^-yjL-jl) -b:-;i.] - 7 - i:? d p -4^^ v' 
[ib3 3] 




[^k3 4) 



(23) 
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2- [ (2 - t HD^v-X^jU) - (3- {2- [2- (4 - j?^ h^'>- 7x 



I 

\ 



I 



I 



(24) ^Nf^ 2 0 0 2 - 5 3 1 3 9 6 

[0 0 0 1] 

[0 0 0 2] 

y'^i^mi^'Aiz. ^'^.Tcmmizmom^n^. ^^om^ commits mm^>/^ 

IZlt. Thoiuas et al.. 1995. TIBS 20:456-459; Carrell et al.. 3997. Lancet 

mm^^tz^^. nmz. ^u^yy:j.)],h-^—z2y^m\zm't^mmm=f-x^^ 

[0 0 0 3] 

^>^^^n^mtii^mzy^^n\z-t^mf^x^m^^t^tz}b\z. ^ol%^. m 

[0 0 0 4] 



(25) 



002-531396 



[0 0 0 5] 

(M*^f^CO;^ci56iCt^> Kaelin. 1999, J. Natl. Cancer Inst. 91:594 
-598#Ba ; Yang et al., 1998. Molecular Cell 2 (3) : 305-16;4d J:^A'oshikaw 
a et al . . 1999. OncogenelS (22) :34]5-21 o p5Ut, p40, p5 
1, KET^rz\tp 7 3LLh^^iriXtrZo zn^cD^y/^i^pmitp 5 3 tT 

^y^^mm^^^'t%>rz^^xt^<. ^titbitv 5 3ft^^^y'a^-i$^-^m 

[0 0 0 6] 

^.m (m^y^ ym--43) , DNA^^^H^-r> (DBD) ^□-FT'S^^ 
SE^3^ (ia(i7^ yg^^ 100-300) 4^cfcr>':tUa'V-J^^5cK^-1'>iLTtS3i:-::>C* 
aSISi^ (iaiS7ayK3l9-360) ^^•r'2>^'&iS^:^^Tfe^c pSSDBDO^^ 

[0 0 0 7] 

p5 svs-'tti^. 'tommEm^imt^^>^^^n<Dmtiiz^^\^^iz^^xi^ 

^mTT-^^ (Friedlander et al. . 1996. J. Biol. Chem. 271:25468-25478) o 



(26) 

■f-S (Pavletich et al.. 1993. Genes & Development 7, 2556-2564) 

^m<f^^^ (Bullock et al.Ji IB) . ^btC, p S 3?^m^mWltLitiLit^. m 

t:^^l^t/v^X^Ul^tl^omm\^m< (Finlay et al. . 1988. Molecular and 
Cellular Biology 8:531-39) c 
[0 0 0 8] 

3tn<^(D^X\t. -^-nb^ffibLtt^ (Mercer et al. . 1982. Proc. Natl. Acad 
. Sci. USA 79:6309-6312 ) c ^ ^Izmmt^m^^t. C 7^5fls F X >7J)^'D B D H 

>(DDNA^^^m^^mmr^:it^mBiLLrz. m^i,^. Hupp^t^, pss 

(Hupp et al.. 1993. Nucleic Acids Research 21:3167-3174) c L;t:6^-3T. 

wupptmwMit. p 5 3«^^iHi^-r^^i6<Dii^tc4oi/iT. Tj^i^cDMommv 

:^-(>^^^U'r^m»^JiZf^y^Yizmj^s^^iD'^tz (Selivanova et al..]9 
97. Nature Med. 3. 632-638) c ^iOTZfa — ^lZ^ 0\Bim^ n 

^iiLm273^m^mt. -^n^i^^MmmDNA^^^^^^m^L. m^m^yn 
^ntnmcomtim^^^'&wm^Tr^rmcD-m^^m^^wtmu^ (buhoc 

k et al., 1997. Proc. Natl. Acad. Sci. USA 94. 14338-143421) « 
[ 0 0 0 9] 

^'^^(omm^. m±mp s 3^^^^^tmr^^rzi^(Dmh^mj.^^^xh^tm\: 

TU^o Friedlander^ti, Si^tt p 5 3 9l^iS^Si2^(7)D N ASg'&^Stt 



002-531396 



(27.) 2002-531396 

y a — i-Jlifii^^$Ami'Tz (Friedlander ez al.. 1996, J. Biol. Chera. 273 
. 25468-25478) c C*5S#565jA#: P A b421 (^(g;i^T§i«^S» p 5 3 (CD N 

^^^t^i^^i^m-r^. tFr±e61anderm\tmm\i^rZo Friedlander^ li, p 

iWDNAi^^^^\zmm^Rii^ui^:zt^muLrzo ^nibo:)^^m(Dmm(D 

XD^Mit^n^^ <hFriedlander^ti{S^L;^Co -J^a^(C:^U-& p 5 3 D N A 

^^^H^-r >mf^^^mi^iz^i-f^m:f3m^^^^(Dmititf)^t^o^i^^\^^s lbuu 

ock^li^ilb, Friedlander^ 13 ct«9:^I^;^n;^c<t -9 T'cfP 5 3 iC^f^/hi^^^Si 
ficT^Pfifg (IPt.. N^5^iir.£^-r-6^T) l^*fTPJBfeT^^<?:JizPJjL;^c (Bulloc 
k et al. . 1997* ±IS) o 
[0 0 10] 

^ (fi^yAti\ mmmmm ^tz\tWi^^^\z^^^^yb^^a:>m,mmmmm(Dm 
^izm^L^tz. %^nimm^'\^'2:'^'r^s^^(D^h^'f'm^m.^nx\^^^ (Ma 

zerska et al. . 3990, Anti-Cancer Drug Design 5. 169-387; Su et al.. 1995 
. J. Med. Cliem. 38. 3226-3235: Nagy et al. . 1996. Anticancer Research 16 
. 3915-1918; Wuonola et al. . 1997. Anticancer Research 17. 3409-23) • Ma 

zerska^t^, "tomm^^m^DN A^^^L. ^^&mm^<mt:±i:^'tnib 
^ntz. m».^nrzm^ <DiiLm(D7 ::z^j J :^^zj^7 ^ 'J i^>m^^^^'t^'-'mo 

9-7=zO ^7^j^Ji^>mmi^^tim't^o Nagy^t^. MKSIU >:tl-^^^bT 

mm^Tzity 1^ ^ }^^-7.0mi^zii^-^n^-m<oyjiy^7z^>mmit^ 



J 



(28) 2002-531396 
Wuonola^ (±IB) it. Nagy^ (±12) f)mmLrzit^!^tmm<DyjLy^Ti;^ 

10 0 1 n 

III. fgB^cT)^^^ 

0^Ati, ?i^i^^s^p 5 3 ^mmmz^^it'T^iiFmi^m^mmizm^'r^rzit 

(D'Ey'jlJ^tl.X. in vitro43 J: tKin vlvo^^lZ^l-f ^Mnmm^Mi^- 5 3 

DNA^g-^H>'i'> (DBD) (omm^mni'tz. ^^mt. r>S3yr^u- 

[0012] 

»p 5 3:^>/'^^nrzi-^xu<. m±mp s 3^>/^^miz^i^xh. pssc?^ 
m^m^^^^i&mLrz. z-cDj^^t^it-^mt. mmmtLxommum^^^r 

m^Mmmz^^^(Dmmmmmiz^mumm(D7y'a-^^j:wt'^!^^im 

[0 0 1 3] 



(29) Jft^ 2002-531396 

^mt. ^;^yAtfp53> p6 3^/^(ip 7 ST^D^f-So ^'T-^Lli^Jg^^HlTIl 
, WSI^-^y^^hMb'&tttlp 5 3 <^:, ^ ^ICJ?^L< [^p 5 3C7:)DNA#5^K> 

to 0 1 4] 
[0015} 



(30) 2002-531396 



[0 0 16] 
litS 5] 




[0 0 17] 

[0 0 18] 
litS 6] 




[0 0 19] 

(;ic:t% R^MIH. (Ci-Ce) x-;i^T^ 0 . ^Lt 

R^M^H. (Ci-Ce) TJI^JV. (Cz--Cio) U7 )V^)V^tL\ty 



(31) i^m2 002-531396 

□ (Cs'-Cs) '^^U^^U7)\,^)V. -CONRJS (CH2)pNR^R 

2', - (CH2) p- (CHR22)„~ (CHz) n~NR2^^ R21 . ^/ii^- (CH2 
) p- (CHR'2)„- (CH2) n-NR2o R2J (CdT. p(iO-5T$>0. m 

4^;l/T^^) Tili^^^l, ^LTR^» ^octD^^R^^ li^^SiJ>i?(C. i^T^O : 

(a) H. (Ci'-Ci2) 7)1^)1. (03-012) ■>ti7n7;p:^;l., (C 
3~Cio) ^7"0'>i:7 ny;!/^;!^, (Cc-Cio) j^J—jls (C5--C9) ^-xd 

7U-;u, (Ci-Ce) 7)V=^)V ic^-^Cn) T^-ji (iuieoo^t^ 1 OXt^ 

^Jl. (Ci'-Ce) 7;H3^f>. (Ci—Ce) 7;b^>/U (Cs'-Cio) -^xOv' 
^D7;l-^;U^;^ci'^ (Ci'-Ce) 7;b4^;i/ (Ce'-Cio) tu—mzj^dhm^z 

) 7;u^jnf^^>^>^^-r) T^O. 

Ce) 7;i'^;i/*^ctl (C2~C8) 7;l/y-JL'. 

(b) (Ci-'Ce) 7;b:3^>'{c<t 0SM$n-2>:7x-;u 

R' ^^ifR^itm~'vh^f)^^rz\tmu^o ^ h, -hn. (Ci-ce) 7;i'n 

[0 0 2 0] 

[^bs 7] 



(32) 



it#g 2002-531396 




[ 0 0 2 1 ] 

R^\t- (Ci-Ce) yjl^Jl. (Cs-Cjo) zy^ayjl^Jl^rzlty:ii-)l 

. (Ca — Cs) >'^n^-5^D7;l'4^;i^, (C H2) p N R^o R2i , - 

(CH2) p- (CHR22) „- (CH2) n-NR20 R2' , ^rzit- (CH2) p- 

(CHR22) „~ (CHz) „-NR20R2i ptiO-5-r$)0, mllO 

T^^) TSi^^n. ^LTR2o ^Dcta^R^M^^-^giJ^lC, H, (Ci'-Ci2) 
7J\^^Jl. (Cs — Ciz) i^iJ^D^Jl^^^;!/, (Ca — Cjo ) ^7^n>'i5^D7jl.=»^;l. 
, (Ce — Cio) TU—)V. (Cs-^Cb) ^y^aT^J—Ji^. (Ci—Ce) T 

7^y. h U (Ci-Ce) 7)V=¥)ls (Ci-Ce) 

, (Ci'-'Ce) 7)V^)V (Ca-^-Cio) -^xD D JJl-^^^l-) ^fctl (Ci—C 

] 1 ] g : 
[0 0 2 2] 
[<b3 8] 



(33) 2002-531396 




[0 0 2 3} 

R'MIH, (Ci'-Ce) yjl^Jl. (Cs'-Cio) iy ^ UT Jl:ir)l^rzity 

D^^v. (C3--C8) iy^U^y-UT)V:^)V^ -CONR^e (CH2)pNRZ0R 
2J , - (CH2) p- (CHR22 ) (CH2) n-NR2o > ^7^1'^- (CHz 
) p- (CHR22) (CH2) n-NR20R23 ptlO-ST^)*?. m 

r^0-5T^O, ni'^G-ST^jO, R^M^h H n^f>^;^cti (Ci -Ce ) 7;U 
^)VX^^) Tffli^^n. ^LTR2o ;feJ:i/R2i il^^SiJ^IC, J[^T<^ : 

(a) H. (Ci'-Ci2) TJl^Jl. (Ca — Ciz) v^:? D (C 
3-Cio) ^"rUi^C^ U7 )V^)V. (Ce — Cio) 7'J— (Cs-Cg) 
T'J-;U. (Ci-Ce) 7>il.=^;i/ (€6-012) 7'J-;i/ (ttiiec^st^i^xt^ 

(Cj-Ce) y^v^^^v, (Ci-Ce) 7;u^;i/ (Cs-Cio) ^^ui^ 

^a7)l^^Jl. (Ci-Ce) 7;^+;!/ (Cs-Ca) ^'r07V-JV^tz\-i- (Ci 

-ce) 7;L'4^;1' (Ce-cio) 7'j-Mz^DiiM\zmm-^n^) t^^miP^tn 

(b) NR20R21 ti-^H;^i:-:?T7K^. U > t^cti 4 - (Ci-Ce 

) 7)l^)l\z^yi^>^^^~t) XhO. 

T 



(34) #g 2002-531396 

I VS: 
[ 0 0 2 4 ] 
[its 9] 



13 




10 0 2 5] 

RJMIH, (Ci'-Ce) 7;l/4^;i/, (Ca-Cio) *>ii7 □7;p:^Jl.^;^ctir7 
P^->, (Ca'-Cs) iy!7U^^UT)V^)V. -CONRi« (CH2)pNR20R 

2» , - (CH2) p- (CHR22 ) (CH2) n-NR20 R2J ^/ci^- (CH2) 

P- (CHR22) (CH?) n-NR20R2i (CdT. ptiO-5T^O, mtS 
0'-5T$>0, nliO-STfeO, R^^ t H □^v-^^cll (Ci-Ce) T 

(a) H. (CJ-C12) 7>/l/^;i', (Ca — Ciz) ^-^^7 □ T^U^^;!/, (C 
a-Cio) ^7^Dv/7n7;l/=^;i/. (Ce-Cio) 7'J— (Cs-Cq) ^7^D7 
U-;l^. (C5-C9) -^•7'n7U-;b> (Ce-Cio) 7U->ll'4Dcfc^' (Ci-C 
6) y)V^)V (Ce'-Cio) 7'J-;U (tSIECDSt^ l-:?3^ti-^n«±cr)t Hd^^-> 
, J\0. 7^y. h U >'Jl/:tD>5^;L.. (Ci-Ce) T)V^)V. (Cj'-Ce) 7 
jb:^^^^^ (Ci'-Ce) 7)V^)l (Ca'-Cio) ^t^D D 7;b^>lU, (Cj-- 



» 



(35) 4#a2 0 0 2 - 531396 



Cg) yjl^Ji^ (Cs-Cs) ^xD7U-;i/4D«fcC/ (Ci-Ce) TJl^JV (Ce- 
T 

vm : 

to 0 2 6] 
Ut4 0] 




to 0 2 7] 

R'MIH, (Ci-Ce) T^b^^l-. (Ca-Cio) i^^ ay )l:^)imrz\ty 

□ ^■>, (Cs'-Cs) ->^D^xD7;i/^Jl/, -CONR'8 (CH2)pNR20R 

, - (CH?) p- (CHR22)„- (CH?) n-NR2o R2J ^/il-^- (CH2) 
p- (CHR22) (CH2) n-NR^0R2i (C:;iT\ ptA0-5T$)0. nitl 
0-5TS)D. n(lG-5T^0, R^Mi h F D^v- ^T^cll (Ci-Ce) 7)1^ 



(36) 2002-531396 

(a) H. (Ci'-Ci2) T)l^JV. (Ca-Ciz) D7JL'^>/^, (C 
s'-Cio) ^"rai^^ayjl^^)],. (Ce'-Cio) 7^)-)V. (Cs-Cb) ^-t^d 
7'J-;i/> (Ci-Ce) 7;U4^;l. (Ce-Cio) 7U-;l-^J:U^' (Ci-Ce) 7 

A^A- (C5--C9) ^xD7U*-ji/ m%z(om\ti'D:^\t^n):A±,<D\i]^u:^i^ 

, AD, 7^y> hU :7;i/::tn;<^;k (Ci'-Ce) 7)l^)V. (Ci'-Ce) 7 
jUzl^^i/. (C1--C6) 7)V^)]/ (C3'-Cio) ^^Uiy^uT)\^^)Vs (Ci-- 
Ce) TJl^Jl (Cs-Cg) D 7 U -^l-^i^ct^ (Ci'-Ce) 7)V=^)V (Ce- 

) 7;u4^;ni^^>?>^^-r) T^O, ^LT 

[0 0 2 8] 
[0 0 2 9] 

:^yjm\t. p5 3DNA^^^H>^> (DBD) <J: fflSf^^r -5 ib^i|^ tC|§ LT 
^^L, *:^b^ir^cD#ftTTp 5 3DBD©iea*^SJj^-r^r i:^S-gr-&o L 



(37) #S 2002-531396 

K it-^^^ ^ ^ U - - > ^'T -l) <h J: -6 ^»J|g^:3^ri T^) -2>o 
[0 0 3 0] 

T^^C:^^^iET-S)c Z,(Dj:oU^>/^^nU^^(DmtLX}ft. ppGO^-"^ 
[0 0 3 1 ] 

<Dm^z^\^^Tmm^n^nmm^tmm^rkzsy^rz\t7^^h-i^7.(Dim^'^^\t 
^mts r^x<Dmm(Dm<Dftm0rztb<Dm^it vx<Dmmf^mm^^r^. 

[0 0 3 2] 

(D\i h:$'>/'^^niz^i-t^m±mi^'\±o:)i^m:^mxh^x. ±3s^w^#ttcd 
m^mm^imr^^>j^^n(DmMtiizjiK>i^>/^^Wi(oi-Dx^t'tnu± 



(38) 



#^2 002-531 396 



h^>A^^Ml^. p 5 3 , p 6 34octZ/p 7 3^>M;^'MT$> 

0^#^o Jf^LU^iSSItlTt^. W^I^^T'^^hMb'&iftli. p5 3i. $^)tC» 
^L<(ip 5 3(7)DNA^.^^H^-r><h^@Si1^^-r^o 
[0 0 3 3] 

to 0 3 43 

^i^i^^'ics-^LT. ^Lx^^it^>/^^m'^^>/^^m(Dm^m^^mzm-^ 

ik^/c^i58,^iSm<*^>y^•^M. ^!l^ti'p5 3, p 6 3 ^/ctip 7 3T^D#'& 

e 

[0 0 3 5] 

p 5 3 :7 7^ o—(D^>/^^mtm^(Dm^x?^f^i^mi^x$>^^^. l^^l^ 
nxhi^<'Dt)^(Dm^tz{tmmmmx\t. pss (pS3^nBWf)^mh0r^(D 



(39) it#^ 2002-531396 

fg^^^Sife ic cfc 0 ^rS'tt ^ 41 ^ l^^^ftl $ n -i) ^ 

LXit. Kaelin (1999) LTl^/c/f^/cl/io WSl^lnXlitw^tt p 5 3 

it. p 5 3^>>'1^M:fectO^'IlI+ll(7)4^McOtMg7&^lg*ii|^^<^^ 

3mzmm-r^^\ ^z)xu\'yn{iMw^(Dm'\±mmtmM't^jiviz/j,^m^ 
mm^(op 5 3y7^v-(D^>/'^^n^-^^\z^^it't^ m?i\ti. m^^m 

[0 0 3 6] 

6 3^^cf^p7 3. :^J:Uy^rz{tl'Z:>Xlt'ttli^±(D (1) ^^^^itlZi^-'^ 
t$n^N*5ggH>^-r (2) DNA^^'&H^-r >. ^;^ctl (3) oi?L^p 5 
3, P 6 3 ^/zlip 7 3 C0:^U K^-r ><h^>7:i:< <i: t)50%. ^blC^/f 

Sch^S^n. Z<Dm^. mtlCD^mit. iSPlT^l^rfUXABUSIP v.2.0 (v\^^'u^ 
ncbi.ninj.nih.gov) (Altschul et al. . 1990. J. of Molec. Biol.. 215:403-4 
10, "The BLAST Algorithm"; Alrschul et al.. 1997. Nuc. Acids Res. 25:338 
9-3402) :fcJ:D^'.U.-BLAST-2-0 (Washington University, St. Louis. MO, USA 

:^^^mmmk) (Di^^mt^iz^om^^n. ^Lxm^(Di$^>/'^^m\t. pss 

, p 6 S^tzltp 1 3(Di!t'tt^^L'TU^<h^lirrTi.^JSi$n^^>/j:< 1 o 

(om.^ mx\^. p 5 3it>¥tt:7'n^-^-^^£-'tt^bt, 74-^ h-v7.^E=2@r 

^^il. ^m:^m^^^\Z^\^X\%. StilET^I^L^cKaelin. 1999; Yang et al 



« 



* 



(40) 2002-531396 

.. 1998;43cfcl/^'oshikawa et al. , 1999#flS) ^2,^^^. BUST, Smith-Water 
man*5 J: IXFASTA 7 )l rf U Xi:. <D^m^^ ZfPL^. ICO \^^T<D—m^^m irH U T 
, Nicholas et al., 1998. "A Tutorial on Searching Sequence Databases and 
Sequence Scoring Methods" (\ww. psc.edu) ^ ^XJ^-^ Z lZ3\ m t\.fz^%'SCM 

[0 0 3 7 ] 
[0 0 3 83 

p 5 3DBi>^^zf^^,mmi^DBDrz\^xu<. mcD^m^mi^v 5 s^d^zs 

[0 0 3 9] 

^wt^coiz^mx^^o 

[0 0 4 0] 



» 



2002-531396 



DBD€:-&t^t)CD<h31S?$tl-5o X^iS^X^Ut"^ ^ . d O J: 3/j:D B D H XI. 
^^:7:t--7y hici:•:pT^^1.1^U-^y^H^S^'^$41^#^ (iJfdAii. FLAG 

H^(D;^ri:fec};D^"^k^i|^t^, p 5 3 :7 7 ^ U >yN'i5? 
[0 0 4 1 ] 

P 5 3DBD^iNFS65tctBS{^^-r^^b-&i^iC^UT7.^ U— :::>i>*L. -e- 
bTl«^Mib^te<^?^STT'p 5 3DBDcoi2jli^^P,'j^-r^::^ri^Jl^-r'6o 

\Z. p5 3DBDt^. 3I^^S{*P 5 SDBDT^-g), b/j:?;?^^. if^^p 
M-^— ;7,(^)7;t-^'> hTHS£$n#>5:6^, U:6^Lp 5 3 D B D ^tifi^ir-r-S 

[0 0 4 2} 

*5£a;!c^@65T\ p 5 377^ U -fZ)^ >/t:i7M^0DN A^g-^ ><hJi-gS 



4 



a 



(42) 2002-531396 

[0 0 4 3} 

<^K)my^i^it'^^ti$^>/^^mt(DmizB^^:itt}mibnxi^^mm<Dh<D^ 
'^^rz$mmmm<D^^^^um'r^rziibizm\^^^n^. ^mmE^i'^mt^^^o 
m%^\t^^\z. /vi^mm(oit^^^^^x^zt\zj:o^>/^^mmi^^mz 

tfi^n^o V 5 3^7 ^v-<D^>/^^Mt^mmzmm'^m'r^it^mt. z 
7 ^o-(o^>/^^mtwmmztE^i'^mT^<t^^(Di'^mt. in vitro^/i« 

^JEBfla-^— 7.^^(::4^liT, 1 mMctOfit/^ I?? ^ b < tilOO J: 0 fil/^ $^>tC» 
[0 0 4 4] 

^m^^(Dmm\zmm\^x . aTo:>^m)^-mmzmmr^o ^ta^ji^j t\^^ 

^mmit. :^mmm^xm\^^^n^m^. mt^i^u^^mo. mm. ^m^^tzit 



(43) ^tk 2002-531396 

[0 0 4 5] 

3-->i^n^^+l-f/x>. v^D-xy^^jU, vii? D^:?'^-;^, t'v^n [3. 

2. 1] :t^37>. y >ll.>1^;U:^ZiJl/#^J&-r» (C3~Cio) D :i7 □ 7;^ 

3 -:^^^it^y'J>^>- 3 --fjk -f V^TV'Jv?:::;!/. 1, 3-^7^/'J>^>- 
3~-1';i^, 1. 2-\zyV^Ji^>-2 — ( Jl. 1, 3 - V' U >^>- 1 - < ;i/ 
, f^Ui^-;!/, 1, 2-T-h^bFn^T>?>-2~-rJU 

, 1. S-'T^h^t KD^7>^>-3 — 01. 7" t Ko5^7i^7>?-;l^. ^: 
>/^.i^U— 1, 2 -5" t HD~>'7i/>~ 2 --r;i/. 1, 3-xh^t:KD 
>?7S^>- 1 --f;U, X h^t KD7"t:h:-;k h'^^^v^-jU, 

[0 0 4 6] 

, 5"7yu;l^. b'^VU;!^. -ry5"7yj;l/. :t^i^yUJl/. -I'V^^ityUJk 
t:DU;^. l-U7yU;L'. T-h^yU;!/, -I'a^'yUjl'. 1. 3, 5-:r^it£^ 
7V'U;i/, 1. 2, 4~:t^1j-i^7V'U;b. 1, 2, 3 - :t^1t>^7 ^ U 1 
, 3, 5-^7v77U;U, 1, 2, 3-^7v7yU;i/. 1, 2, 4-^7>^ 



(44) if#^ 2002-531396 

TV'JJi. b''ji^;i/, h''J^'>';k h'^>?-;k t^U^^'i^-Jk i. 2, 4-h 

U7>?->f|., 1. 2, 3-hU7v-;i'. 1, 3, S-hUTix-;!.. b'^Vn 

[3, 4-b] bu>^-;k '>>yu-;k 7xU>^-;i^, y»J-;k 6, 7- 

f/hKD-SH- [1] b:U>ix-;k [b] ^;f:7a:-jl.. 5, 6. 7 

v-OK'j;!/, -r>K'j;k 'OKuy-;^. o^^^'yu;!/. <v^yu;k 4^ 
:7^^>f-;u, ^^y^itU-;i', ^:^v'U-;^. -^>X:t4^it>^-;i'^ 

[0 0 4 7] 

-^^Mm-^n^. m^^nx\^^^iiM<Dm^mm^Tx{t. mi'mm^rm^iz 
It. '^mnx^^izmm^n^j^viz. ^(D^m\t7mizj:o i^isb^n^. \.tz 

[0 04 8] 

mmoit-^'-mx^om^o i^^Li^it'^mt. m^mz^i^mco (50-150 kdctp* 

. -^LX^lZtrii^XUl^. $ btcp 5 3 ^^#S65iCS^t^itT^ "til-izJiK) p S 3 

ji^-r-So ^y^j'Yxu\^^mmt'^mt. m^(om.^(Drzi^\z. mmt\.xm\z 



(45) 2002-531396 

[0 0 4 9] 
[0 0 5 0] 

[0 0 5 1 ] 

[0 0 5 2] 



4 



(46) 



#a 2002-531396 



F' -L - F2 



[0 0 5 3) 



Ut4 1 ] 



HN 





HN 






• n 




[0 0 5 4] 
[0 0 5 5] 



(47) 2002-531396 

lit4 2] 



\ 

NH 




[0 0 5 6] 



^^^^ 2002-531396 

[0 0 5 7 ] 

1. 7^Uf^> 
[0 0 5 8] 
Ut4 3] 




[0 0 5 9] 
[<b4 4] 



(49) 2002-531396 




[0 0 6 0] 

2. > 
[0 0 6 1 ] 

Ut4 5] 



(50) 




[0 0 6 2] 

3. :7xy^7^y-;i' 

10 0 6 3] 

[^1:4 6] 
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[0 0 6 4] 
Ut4 7] 
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corn : 



[0 0 6 7 ] 



(53) 
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lit4 9} 




[0 0 6 8] 
[0 0 6 9] 

1^1:5 0] 




[0 0 7 0] 

R^ntH. (Ci-Ce) yjv^ji. (C3-C10) iyii7a7)i^ji^rz\ty 



(54) if#S 2002-531396 

Kp4^v. (Ca-Cs) S^i^D-^xDZ;!^^^;!^, -CONR18 (CH2) pNR^o 
, - (CH2) p- (CHR22) „- (CH2) n-NR2o R2» , ^;^cfi- (C 
H2) p- (CHR22) „- (CH2) n-NR20R2i Ci CX\ pl^0-5T^0 
. ml^O'-ST^jO. nllO-ST^O, R^Mi b K D^i/ g^^cii (Ci-Ce) 

(a) H, (Ci~C32) TJl=¥Jl. (C3'-Ci2) i^^ 07 Jl^^Jl^ (C 
3-Cio) ^'rU>'^U7)V^)V. (Ce-Cio) 7U-;b, (Cs-Cq) 
7U-;i/. (Ci-Ce) 7)V^)V {C^--Cn) 7^J-)l (miSeoSI^ 1 

^Jl. (Ci-Ce) 7;i/34^f>, (Cj—Ce) 7)\^^)V (Ca-Cio) -^•7^n-> 
RMS. 

Ce) 7;i/^;i/^;^cti (Cz-Cs) 7)1^-}V. 

(b) /\D. (Ci'-Ce) 7;i/3^>^{c<t 0MJ$^n'&:7ji— ;i/ 

R':fectUfR8('S|Wl-T^^;^^^/ti-S^:?:i:0. H. ^ha, (Cj-Ce) 

11^: 
[0 0 7 1 ] 

[<b 5 n 



(55) #S 2002-531396 



I 




[0 0 7 2 ] 

R^it- (Ci-Cg) (Cs-Cio) iy^u7)i:^)\.^rcityaL-ji 

. (Cs — Cs) i^^a^'ruyjl^Jl, -CONR^s (CH2) p N R2o R^i , - 
(CH2) p- (CHR22 ) (CHz) n-NR2o R2« . ^/i^i- (CH2) p- 
(CHR22) „- (CH2) n-NR20R2i (CCT. ptiO-5T$)0, mllO 

--ST^O. ntj:0-5TfeD, R^Mi t H n^i/^fct^ (Ci-Ce) yjl=¥JV 

T)V^)V. (C3 — Cj2) ^y^UT (Cs-'Cio) ^"rUi^ ^ U7 

. (Ce — Cio) (Cs'-Cg) -^7^D7U-;^. (Ci'-Ce) 7;l^^ 

)V (€6 — 012) TU-^U (milEcD^(^l':P3lll'^njl^±©h Hd:^->, /nu, 
T^y. h 'J :7;U:tP/^;L', (Ci-Ce) (Ci-Ce) 7;l'a=^f> 

. (Cj— Ce) 7)V^}V (C3~Cjo) ^"t^P U 7;l/^;i/) ^^ci'i (Ci-C 

I 1 1 S : 
[0 0 7 3 ] 
[fb5 2] 



* 



(56) 
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[0 0 7 4] 

R^MiH. (Ci-Ce) 7';U^;k (Cs-Cio) v-^ DT^L-^^l^^i^cta^ 

d4^>'. (Ca-Ce) i^:i7n^xD7;i/4^;l/, -CONR^s (CH2)pNR20R 
^' . - (CH2)p~ (CHR22).- (CH2) „-NR2o R21 , (CHz 
) p- (CHR22) „- (CH2) n-NR20R2» (crx. pl^0~5T^0, m 
('50-5T^0, ntlO-SX^D, R^Mi t: H D^^i-^j^cti (Ci-Ce) TJl 
^JbT^^) TM^^n, -^bXR^o :fej:tXR2i \t.^^W\^{Z. i^XTO : 

(a) H, (Ci~Ci2) yji^ji. (C3-C]2) ->^D7;i/=^;L'. (c 
7U-;u, (Cj-Ce) 7;u^;i/ (Ce-Ci?) 7U-;i/ mmomiti-oxit 

(Ci'-Ce) 7;i'34^'>, (Cj'-Ce) T)V^)V (Ca'-Cio) ^t^Dv- 
^D7;i/^;l', CCi-Ce) 7)V^)V (Cs-Cg) D 7 U (Ci 

X 



(57) #g 2002-531396 

1 va : 

[0 0 7 5] 
[^b5 3] 




[0 0 7 6] 

R^M^H. (Ci-Ce) yji^^Jl. (Ca-Cio) P 7;i'^>»l'^/cl^:7 

2» , - (CH2) p- (CHR22)„- (CH2) n-NR2o R2I (CH2) 
p- (CHR22) (CH2) n-NR20RZ» CICIT. p^^O-ST^O, m\t 
O'-ST^O. nli0-5T^0> R^^ ii t H S^S/cll (Ci-Ce) 7 
Jl-Tfe^) TSJ^^n, ^LTR2o 4'6j;t/R2Mj:^^Sii^lc:, J[^T<^ : 

(a) (C]'-C]2) 7;l'4^;l-. (C3-C12) iy^a7Jl:^Jl. (C 

3'-Cio)^xD£^i:7D7>'l'^;b. (Ce — Cio) 7U— (Cs'-Ca) ^xD7 
g-;K (C5--C9) ^5"D7U-;i/, (Ce'-Cio) 7')-Jl^J:U (Ci-C 

6) 7>'u^;u (C6'-C]o) 7^j-ji mB^o:>siti'ox\t'^n}^y.±o\i\^u^i^ 

, y\D. 7^y. h^Jyjl:ta/^^)\,. (Ci-Ce) 7;l'^;i', (Ci-Ce) 7 
jl/Zi^^. (C1--C6) 7;b+;i^ (Cs'-Cio) ^"r^i^^ C}7)l^Jl. (Cj-- 



2002-531396 

Ce) yjV^JU (C5-C9) ^•rD7'J-;b^o<=kl/ (Ci-Ce) 7;i.4^;U (C6~ 
Cb) NR20 R21 |^~^|c)i^T*^, ^;U:^U>^fc(i4- (Ci-Ce 

T 

[0 0 7 7] 

[{b5 4] 




[0 0 7 8] 

R^NIH. (Ci-Ce) 7;u^;i/, (C3-C10) i^^oTJV^ju^tz^ty 

P^'>, (Ca-Cs) S-^P^-xDZ;!/^;^ -CONR>8 (CH2)pNR20R 

- (CH2) p- (CHR22).- (CHz) „-NR20 R21 (CH2) 

P- (CHR??)„~ (CH2) „-NR20 R21 (--T% Pt^0-5TS)D. mf5 
0~5TfeO, nti0-5T^D. R^^ ilh F P4-f>^;tti (Ci-Ce) 7;i/4^ 



(59) 
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(a) H. (Ci'-Ci2) yjl^Ji^. (Cs-Cjz) v-^ d 7 JU^;!^, (C 
s-Cio) ^y-Oi^^ ay JV^Jl. (Cc-Cio) 7'J— (Cs-Cs) ^-rD 
7U-;l^, (Ci'-Cg) 7;U=f;b (Co-Cio) 7 'J-;U43<i:l/ (Ci-Ce) 7 

, /ND, 7^^, h U :7JU:tn>5^;i.. (Ci-Ce) JJi^^Jl. (Ci-Ce) 7 
(Ci'-Ce) T}V^)V (Ca-'Cio) -^7^ □ v-^; D 7;i'^;i/. (Ci — 
Ce) TJi^^Jl (Cs-Cg) ^-7^ □ 7 U -;l/^;^cll (Ci-Ce) 7Jl^)l (Ce- 

) 7;i/4^;nf^^>?>^^-r) T^D, ^LT 

/i: « "7' □ e> ^ tl-S / N D y > 6 SIR ^ o 
[0 0 7 9] 

[0 0 8 0] 



[0 0 8 1 ] 

Ci -^>v?;i.-k:^Us^^>-4-'i';!/) - (3 -:7xy ^7>?>- 1 0 ~-r;b 

[0 0 8 2] 



[<b 5 5 ] 




1 



#a 2002-531396 




[0 0 8 3) 

[2- (4-i5^DD- y^x-jb) -X5">/U] - (3 -:7xy 5^7>^>- 1 0 --I- 

[0 0 8 4] 
[ib 5 7 ) 




[0 0 8 5] 

[0 0 8 6] 
[<t:5 8] 




[0 0 8 7] 
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[l-^^;U-3- (2, 6, 6- hUy^j^-^:7DD^=^^7^- 2-X-JI/) - 
TU;U] - (3 -yxy ^Ti^'>- 1 0 --f^l^-ya t:;i/) -7^>. 
[0 0 8 S] 
[^tS 9] 




[0 0 8 9] 

(7-xK=^->-l. 2. 3, 4-7"h^t Hd-:^:73'U>-2 — - ( 
[0 0 9 0] 

[^be 0] 




[0 0 9 1 ] 

N' - (9 -7;i/::tD-^>i/ [c] 7i^Uv^>-7 — UV) -N. N--»^ 
;l.-ya/N">- 1. 3->-'7^>. 
[0 0 9 2] 
[^1:6 1 ] 



(^2) 2002-531396 




[0 0 9 3] 

[0 0 9 4] 
Ut6 2] 




[0 0 9 5] 

2- {4- [4- (^>y [g] u >-4-^;P7S y) -yin-M -tf 

[0 0 9 6] 
[^k 6 3 ] 




(63) 



[ 0 0 9 7 ] 

N^- {2- [2- (4 -:7'a^-7x-;i.) -t:-;U] - 7 -^au-^^-j-v 

[ 0 0 9 8] 
[^b6 4 ] 




[ 0 0 9 9] 
[0 10 0] 

[^t;6 5] 




[0101] 

2- [ (2- 1 KP^->-X^;l.) - (3- {2- [2- (4-;>^ h^i^-y'x 
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[0102] 

Thorns. z<Dj:vtj.mts mw^mi:it^^^{i}imt^:ztizj:om^izm 

. hydrobioiDic^) , {J{t@g. U >g$^. 43 i: a^*WtI@S> i^(IA«S^K, 

mmiz^m^nm^o 

[0103] 

it^>^'^c^m^mmi^ rzmm<o^m iz^mx^^. mmm^^^ ^rz\t^7sy^ 
-)^^vit^>/^!7m\zmm\.rzmmt^^^nx^K>. 'tt\^<Dmt\^x\t. 
^mm^ (CFTR) , '^jiyT>mim (y^y'o» . mmmi^mmmt^ 

. Miki±M=^Uy.^a—jliiR^ (LDL^^{$) , 7;i-7 7 1 -ta h U 

mm^\z$^mLrz■:^m^J:zfit^mt. ^^(Drhmiz^lz^mxho. ^Lx?%m 
^s^-p 5 3m&'?-izmmLrzB(D^wjzmz^mx^^^ 

[0 10 4] 

§llll^^/li•^B#<7)^M;^>^6. ^i^zmmmjzmmLrzm^L<ti 



(65) Its 2002-531396 

s^cDifttT^RSihb, ^mL. mm\^^rz{tm^T^wmnmK^''^<o$>'b^P^ 

[0105] 

iz^i^^xi&mmrmt^L. ^(Dm. nij^mmLt^^^^i^mm^in^i^x. to:) 
±xtm\yz^^>^i^jfsmz^^Ln^o mmm.. tif^i^<itm^imumt. 
-mz. i$^mikgmrzo<D^^f^m!^mo:>mi^MmmmMrzi:^^MTD^m^-r^ 
fz^izm^^^^n^a ^mmit. yMtiizmiyxmrn^^^m^^izi^iti^x. bh^^ 
i^rzm<Dmiznir^m^^mmr^. 

[0 10 6] 

m\t^±mm'^mAL'r^Mz'^tL'o. m^(oi^^m\zm-r^mm&mm^^^-r 
^m^. f^mmiz^D^^<Dm'f-f)^^m^ti%^o znib<D^xhm-\ts 

ummm^t. W}mm(Di^w<^j:u^m-xm^^m'mzMi&'$ri^o 

[0107] 

mm.o^i'^mmmmiz^^uTiz^^nxi^^^toiz. b hisoEbtt^xjm 
^i^i^mm^m^m^L. ^^uy^tzmk^^^^t^rzisbizit. 200 nig/kg/ b (T) 

mmm^'^iz^9J}X^'orzo c(Dm^izm':s\^^x. B<o^m<Drz^(oit'^!ii^x0 



A 



(^^) 4#S 2002-531396 

[0 10 8] 

Ai-i'A. DoiJib et al., Polymers for Advanced Technologies 3:279-292 (1992) 

(Dt'imts M. ChasiniLanger \Z^^mA^ "Biodegradable Polymers 

as Drug Delivery Systems." Vol. 45 of "Drugs and t)ie Pharmaceutical Scie 
nces." M. Dekker. New York. ]990:feckt/^ll#|^^5.573.528^ (Aebischer^ 

. 3996^n^l2BI€fT) \z^\h'^n^. 

[0 10 9] 

if#ic, in v±vo^mf)^Mm'^ti^^^\z\'t. ^%m(Dm^ <o±i\:^t^m^^^ 

Food (NF) -|^6<JiCli^>/j:< (htj^^ir^^, *f ^ L < ti/i.Vcj:< t fc^ 

^ /i fl §^ J# f c >^ I i 6 n# pJ f <D ^ -6 1 i T'j: ^ ^ M 

[0 110] 
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[0111] 

tmrn^i^miZ^mi.. mitCO^m^mif^t. Tecan, Scltec. Rosys 

» Mitsubishi. CRS Robotics. Fanuk^o J: l/Becknian-Coulr.er SagianT!)^ »i rplg$ 

^7 U'-->:57':^;i^js$nT> p 5 3 y T ^ 'J -<D^ >/t^m<D^mzmi'rit'^ 

[0 112] 

1. 2^|gBJcD:;&?i:feckt>*l£^iK^^tcJ:»9^fi<3ib^n^p 5 3:77a o-cD^y/t 
. v»:^x43j:i//^fclit K) ^^isbrz;^ib^^mm±nmmf}^^x&^f)\ ^ 

mmf)mmLrzr> 5 3<7)<^UDWni?L$itgiHi<*:, itticp e 3;IdJ:i;p 7 3^«iwi^$ 
■^n^i-ioDBDh. :^^m<Dy5^^^ism&mzm\^^^nn^o $e»ic. 



(68) 
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[0 113] 

?5SfiMl75, 245, 248, 249, 273^J:0^^282 i±mmiiLmitth h v 5 S^miZM 

b h^mtcD^my^-i >^>hiz<ko^M!izm^^nm^) To^m^mizm 
sr-^^c IP s 3iz^i'j^^(Dmo:>~m^^mmmit.. 132, 335, i38, ]4i, 14 

3. Hfi, 151, 152, 154, 157, 158, 159, 163, 173, 176, 179, 186, 194, 196 
, 213, 220, 237, 238. 241, 242, 258, 266, 272, 278, 280, 281, 28b:^J:ZS2 

86x®c^o zn^h:^mm\znT^m^'v^^^ ^eic, ^y.T(o^^.mmi^v 

5 3^>J'^^M : USA. 173A, 175S, 241D, 249S^ J:Z/273HC^iB^^^tt^^-r 
[0 1 14] 

p 5 3^>A>7Mll43tt^, mzv 5 3^>/^^n<DDBDlZ^\,^^^7.±> 

7.^ft,mmizmmi.tzmtLx\t. mmmm^ mmm. m-mmm. wmm. m 

[0 115] 

p5 3DBDti, (^li7^yiSSSlOO~300tC?^iE"r'&o ag]02-292CDi$'> 
>'1ii7M»^3id'l4D7liDNA?S^JC+»Tfe-&::^7&'S^$tlX:teO, p 5 3DB 
D^i^ammt. mm94^3y2lzmVTmm^nX{.^^ (Choetal.. 1994. Sclen 



V 

(69) Wr< 2002-531396 

ce 265, 346: Friend. 3994. Science 265. 334) . Ltzfj^-DX. ^^^^<D:^^ii 
{zmi^^tzadiZ. p 5 3DBD Hp<-r >0N*?Sl^SS5O7!)^br?iteLTJSSllO 

[0 116] 

Tfe^c mxit. -mmm^^mmmmt-t^x. {s^^Tin vitroTONA^js 

^T^Hfe:^j€:^J#T^ (Friedlander et al. . 1996> JlIB) « 
[0 117] 

a. y'^y h 

ML. Lrzy)^-:>Xs KJtm^^'-^^^xm^tn. ^^ux^rzit^.th^nm^m-^ 

m^n^m^s -^(Di^^y^^^-r >^^^-r^p s syys. 'j-(D±^^>/^^m 
, DBD^4ig#. $>^i^t^^m (^^»j>^\ i^Mmz±\:.^m^i$^<Dm%t 
m) izmj^.^hrz^r^>/'^^m^rzit^y^\^tm^LrzDBD^^^r^M 
>nc^mmm $ ^&m\zm \^^^rzisb(DD b d mmco^y^ h it. 
DBD<D(}^-u< themmy^jm. ii-^L<\t]ommy^y^. ^^izpf^i. 
< it2omm 7^ym. $bic$?^L< i-^so ^ rz itsox $ a ^ ^mmj ^jm^tz 

to 1 1 8] 



(70) 



**S2 002-531396 



rj::^&(D-mmmmv\t. DBD^jtrntmi^nmizmm^n. "tLTmmtti 
Ti^rjii^^mit^ti^^^m&^rzimtmizmm^nm^o (Dmm^mmmo:) 

p, ^^!i^m^^i:^m^mmzmmtnrzm^iz».ii!,-^M^uit^^Bi^ 

-:^^^<Dm(Dmmmm'x:\t. mn±izm^'^titzDBD^ >/^^mi^^mmtm^t 
m-^i^^m^-r^o ^tmk. DBT>/^wm'^W(o^^^mm^'^^'t(Dt^ti\z 

[0 119] 

^n(Dmmxmw^m^m\z^m\^. nmr^z.t\z^^o^umj^n%^. h 

[0 12 0] 

^^^mnr%>rzmz. mmmm.m.id^^^'r^^mmm\z^m'^itm^m.^ 
m^m-^n^. ^it^^yms ^^^ntzh^^^m-^mmi^^mizmi^^nrz 

izit. smizmm^ntzm^i^^^thr^tzisbiz. mxi:£^m^m'^itm^}^^ 
iz^m^^ummitmi^^mi^x. mtmmm\^^'hnm^ mm:^yj:^z. mmit 
tai etawxmmmzmm^^i,^^\ ^rz^tmmmzmm^tin^) . 

[0121] 



(71) 002-531396 

U7.^^J-->'^'\Z^lZ^ti'C$>^mW^m^m\t. B 1 Ac o r 62000^^ (Bl 
Acore, Inc.. Piscataway . NJ;!?^ »3 rpRS) T^^o B I Ac o r e (iSli) ftSs 
(httpi/ATO-w.biacore.coni) 1^, ^® :7'^ >^Ri (SPR) 

f 

n'K\%m\zwt^mmmm^^nww&'^i:imm 

[0122] 

( 

m(On%\.\^^^mX. p 5 34Bcfct>V^;^cllp 5 3DBDC0f§tt DN 

5 3DBD±0Xb'h'-y=^iS^ia-r^mAb]62Oti, p 5 Z^yn^%(r>mm^ 
'y'W^—\'h^h%\^\ZW^'^^ (Ball et al.. ]984. EMBO J. 3:1485-1493; 
Gamble et al. . 1988. Virology 162:452-458) o L/i;J?^*oT. mAbl620l^, 



4 
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20 \Z J: 0 $ n ^ X tf K - y'\t. p 5 3 ^^?^f^,^m\z ^ D T-^i±it ^n^^^^ 
rz\m^mp5 3:^^^^i^n^m^\Z. n^i^n^ (Bartek et al., 1990. One 
ogene 5. 893-899; Stephen et al.. ]992. J. Mol. Biol. 225, 577-83) « SB 

[0 12 3] 

P 5 3 ^/cl^p 5 3DBD(DJ:z>Up S 3 y 7 2. U —t^:?' >/N'r>McOiBJ^(7:)fdl 

<Dm&y5 mti.T\t. mncom^. ^^t^m^ (mA,\ft. Rn-att. nmr) . 

[0 12 4] 

mit:^ ^\z. 2-^-3^^^ ^m^m^ii'^rzit^n\^±(DmmizM'z>xmi^^nn^ 
mmit-mz. ^f^^mmwp 5 3DBD:^^m\^^^n^m'^ji0hm^rBm'D 
^mmiz^^Lm^. 

[0 12 5] 



(73) 



[0126] 

, znib(Dmzii\t'f^^^mit'^i^<Di'^m^m^'t^fzisbiz. mm^-::^:^^zswj 

h\z^K>s >fk^if^ti?;i^iS£^S^p 5 3 4'(::ti#&€«??'r^c^:^^ro p5 3^ 
fin^:ll/i:^i:tt^3S{E-?7&^'^fi$n#'&« p 5 3 7 7 ^ 'J >yti:7M<^-^i^ffi 
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[0 12 7} 

CO 1 2 S] 

^^mzLti^i'DTx^^j'-->^'-^rin^it^!\^tLx\t. mm^izx-DX 

macia, Arqule. Enzymed. Sigma, Aldrich. Maybridge. Trega^^lfPanlabst 
^^'Drz^^±:/}^ib. ^m.mt^'^y-iy'y^j-'h^tiWi^nxU^. p53DBD^ 

•^s '^'p^^\'^^'^\z^^m^^^n^zm^tz\t^n\D.±<o-m.^(Dy^jm x 
mt^\t. ^&^'uy'')y^rc\t^:^^*uy'^)>(Dm^^m^r^inw.xh 
^^y'^Yxi^^. Pf^\.\.^it^mt. ijiwx^u\.^. ^%m(D:)jm\zm\^^^tz 
^(^it^Mm^-^comm^^^nm^^ATizmmr 

[0 12 9] 

^^')>^'lk(Om\^. CHARM (Polygen Corporation. Waltham. MA) ^^JS 
QUANTA^DiJ^'^A (Molecular Simulations Inc.. San Diego. CA) X^ 

^. CHARM(j:X^^;l.::^'-«yHb^J;^'^^tf,;^^tggt^^Jg^ QUAN 

[0 13 0] 



(75) it#ri 2002- 5 31396 

c C(D<k oft^i^i^i^i^^ i^'^ A Catalyst (Molecular Simulations Inc.. San 
Diego. CA) ^ffit^T. ^3tm(Dit'^!\^a)i^'t'n:^^:/)^^hrz^^nm^c ^6(1 
V Catalysrl^, -^(DiRm^tm^^X . m^^^—^^—T.. Cambridge /h ^53-^ X 
— ^^—7. (Cambridge. England) , tj:^Zf\Z±n^(D^<Di^0:)'T — '$'^—7s^ik 

[0131] 

*f€B^C^<b^fti^. Ludi, Insight II. C^-Minimizer and Affinity (Molecul 
ar Simulations Inc.. San Diego, CA) (D^koU^^^J y^^/'^^y tr-'-J^mi^X 

^ommji^mi^^mBit^fzisbiz^^izmi^^^n'i^^. mzpj^Li^^^T'u > 

^'ny^ — -J\'t. MacroModel (Columbia University. NY. NY) T^^« 

fz^\z:^^mo:>n^\.\^^t^m^^m'^-^n^^^mt'^'^. ^^xsmi^^m^^^ 
x^-^y'7^)-^'^^\.fz.\^^h\.^'^^^<D^of^m'^\zx^x\f^^i)^. ujJ/^l, 

:ifn^n(Oit^m^C^ - QS AR (Molecular Simulations Inc.. San Diego. CA 

) (D^ot^m'^^^miy''u^*^j^\zmhtz'iL>'m:t^y'-^^^^ tm^-^n 

[0132] 

if%m^mm\^x^rzt^. )^j.'T(Dmmuz^K^:$^mj^^^ib\zwimt^. 
mt:in^\zm^^rimK 

V I . %mmi : P 5 3DBD^^^^b^^ 
to 1 3 3 ] 
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A. tm^<kxs:^m 

(Pavletich et al.. 1993, Genes and Dev. 7. 2556-2564; Bullock et al.. 1 

997. ±iB) . m\^^rz^mmm^^ >j^^mit. hsa. j73a. 175s. zaqs^^zsz 

lTDN4SO*lCrg^b, mmmizmWiLrz. 25iuMHEPES. pH6.8, 3 50 n. 

MKC K 10 niMf>'^:t hU-l- 1 Jl^^^^-f ^mmm^lZ. ^>A^M (0.25-- 

1.0 ng/'^x;!.) ^m^L. 7k±T35^rB^> 50 ul^TReacti-Bind^^/Ni§^yU 
-^ (Pierce) IZK-D-Diftz. ^ JiJl^25 mUHE P E S . pH6.8, ISOmMKC 

it^i^^tzimmDuso\i\z^ji^muL. y'v-h^t^^um 

EL } SA^^^mmLfz. ^-ini^CDMIjumZs HEPES 

yKc ]mmm^^(D}^5%7.^i:,^ji^ CDifco) -v^jLji^im^mmLfz. ^ 

y ^ 0-i-)[,tRi^m Ah mAb240 (Calbiochem) ^ J:lftfi'- F L AG 

M2tni$' (Eastman Kodak Company) ^HEPES/KC 1 tf'-^j • 300-^3 :250"C 
mmL. wo uiyryj:jix^20^mmuLrz. :7V- h^^/^HEPES/^KC l ^ 
mi^T2lB}t"r€. ^--7.^f'>( ^y'>zL^)l^:^i^^'-iz (HRP) -^t^ftx' 
0:7^1 BG (Boehringer Mannheim) t thlZ^^ >^lZ30^Af^^ >^ h Ltz 

o TMBmmm (Pierce) ^ mi^X HRP ^*i-Jl^^^^it. )V<D'it^ 

^S^. 450 nm(ClS:^L/iBioRadV'1'i:7D7'U- hi^ffXigTi^^^o/io 
[0 13 4] 

p 5 3DBDcOieJ!g5^i^A>p^^^iX'$>^. mAbl620lCJ:0l^g^$n-5>Xb' 

-r^'>^L^mzmm-t^ (Ball et al.. 1984. ±16: Gamble and Mllner.1988, 
±fB) . iS5lC. mAb240tCcJ: OiSgS[^:Jl^Xh' h-y^^. 3t^^m^m.\z 
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X tr h — yTS)-!) (Bartek et al.. ]990, Oncogene 5. 893-899; Stephen et a 
1.. 1992. J. Mol. Biol. 225, 577-583) o A h h p 5 3 D B D (ffiS94- 
312) l^in vitroTftttiSM7i^b^ffittSeai^(7)ji^^^T, 240Xfh-y^^ 

m t <b ] 620X 1 — y'^:xw> iz^^o TA^m^ y^u- h±izm^^nrzmm 

p 5 3DBD-^±fl#iiii^®iii< izmMLX. EL I S A:7^-^y hTmAb 

mo^mi^xy^a-y'Ltz. i620xt: h-7"ii, rl^m^ J:zSmm&n^y5^rim 

^<^nrz mi A) c 1620Xt: h-^^cDJi^l-i. DBDIClig^^n^cF LAGX 

(EllB) o ^^iz. 1620Xt: h->''(DtI^(^240Xh: 1 — ycotB^tM^ich^fH] 
LTS2Clofc;6^\ :int^l620xt: i — y^cDtn^^^p 5 3 D BDooi£j@i65^^b^^ 

[0 13 5] 

^xitmmmizM'pi.. 45x:x\:i5^mmizti-otz mi a) o ^frbx. y>/u 
i^>' h^^ic^^i^'&p 5 3DBDc^DNA^.s^t^:;^?i-^, mm^xmmmiziSim'^ 

ntz (5='-^l'i^^nTli/ci:tO • if^^p 5 3DBD±CO1620Xt: h~y<D^ 

umi^. 37x:xiiLmu3?^mmmtDBD(Dm^(Dm2i^x^-orz mio . 

^^^i&miz^^^xo:>}^m(Dm^t-'^L. i62oxt'i — y^t)^p 5 sDBDose 
m^^::z^ >^'T^rzmzmmtnm^:zt^m^'t^ (buiiocr et ai,. 39 

97, ±fS) o 

to 1 3 6] 

{fc^^i-^P 5 3iBjai^S^ib'r^. EL J S A^^^^^l^T, ?Sttp53ie 

M^^s^kL, mm^mw^>^'^^mizm^mmm^j:OBitifizm^'^i^^it^ 

i|^^^fWl^L/Co u< ■::);6^c7)ib^4^(^. :iS^69^^TC7:>mA b l620(C^^T^x 

h-y^o^m^^m^w^tz m^^n. m2AmM) « mAbi62oic^^T-5)Xt:h- 
y'<DSQ%^^i^itr^co \z ^j^^mumm^^mj^-t ^ z t iz 0 . mi^^mz:^\.^x 
. it^n^commti^m^Ltz. mmt^mt.. mm&^m'^:ijmxji\f:\ — y"^ 
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[0137] 

-oTztzi^lZ. <k^^l-ip 5 3 timiSBe^(3^S^1-^tiim^n/cJ::^^o/i (^*-:^ 
It-^^nxi^r^l^) o Cin^cD^^ij:, p 5 3DBDiib'^i|^i:C0^@S<^^;:?^'^ 
>>''^ :J7 M t:: . m A b ] 620(3 J; 0 1^.^ ^ ^ f> T^^fi^B^fitliejSI ^ J: 0 -f^jt 

[0 13 8] 

-t^o iFf.Ti^'i^ (Ri) iiLm<D^>x^ ^>i/^yu>, y'xy^:^ 

- ^ ^ ^ I i --^ :fe a iri'^ T^j: ^ lil^i^ U ^ 

•p/i (ai) o mAbl620lC^^f*r^Xt: h-yc050%^S^{b-r^OiCi£^^|g/j:a 
:t>'l± (R2) S^LTIS, >^>^5^;i/75>, i^X5^>ll.7 ^ >, 
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[0 13 9] 
[^1] 



* 
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1 : ±IBlb^!|^g£Dm5tifltt/cJ^t- 
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[0141] 
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2 : &tR2^<DmO)mn (spacing) Jt^-SSHOfe^ti 



2A 



3A 



4A 



it 



^ SC50 (uM)' 



it 



^ SC50 (uM) 





120 



2B 





50 



30 




CM. 



38 



48 



300 



120 



^ >300 



ceo 
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C. %j 
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to 1 4 3] 

A. 

mm^^m. ATccf)^ib±mm^^^x^L. ]Q%o>'mifikm (Cibco brl 

mMHEPES. pH7.4. 10 mMN a C K 20%^*U -izD-Jk 0.2 niME D T A. 
0.1% h U h >-XlOO. \0 mMi^^-thU-i h-Jl. ^ n^Z— ifPlSSJ^^) 
4»T?§il?L7to 2000 rpniT. AXlXb^m. mM'^m^l'^m^L-^^X^U y hitL. 

0.5 MNac I ^^^'r^m—mm^^^\z^uyh^nmm^^:itizj:^mm 

m^^Pi^L/io 0.5 MNaC I ^^^f ^tulBc7)SiiT^^ 3 V^T. Dounc 

e:t^^i;^i-'i if-^XMrnUn^^mitLtz. 10.000 rpmXA'CXW^rB^Om^b^^ 

l^^mWi(k. x>HB.6^{Z] ug/nilT(DmAbDO- 1 T^'CT— ^tS^S^nxti 
/cMaxiSorp F96yU— h (Nunc) C0Ox;i/±lC p 5 3 ^M^I L;^c:c J'^PBST'^ 

J^^)i^C^^(DHRP-^mitmAh]e20tfLi$^^m\^^X':fu-yVtz. tfii^^ >^ 
o.^—iy3>i'Xyi^±Xl^^mx$)':>X. ^(D\k. 0.05% h •:7-r ~>20^'^^T^ 

McO1620-^ttp 5 3^fg^b;^c?gSi>:7 h{b (32*0 H]299/U5i^-^-^5^ 

m^*'(^1620~Pl'(ip 5 3^:^]liC|ILT«IEU;^Cc 
10 14 4] 
B. 
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^^J#L#^::^^$iliELfc (Chen et al., 1993, Oncogene 8. 2159-2166) • 

^mAbDo- 1 ^(DKjt^mzxom^Lrzm-^. p 5 3<Dmmit^^^t^f}^'D 

tz. 
[0 14 5] 
C. #^ 

^^{-x. ■^^m<Dy5mz^DWi^-^ntzW.]^t^'&\tit'^'m^±^tzmM 
^t-sp 5 3(o^y'^y v^m^\zi.%^. ^mmm^\ztzm.i.tzi\:'^'mzm-t 

^t^.t^n^. 'fb^il^dieZOXt: h-7'C0??M^ii5^b/i^^\ LTi^Lin V 

±x.ro'fmtm(ofz ^ \z ^ntz\ 62ox \z\ — y^^m'i§,r^^t\tx^ ut^ r> tz 

o lilfr^-^^p 5 3lc43t^^i^ttE@*cD^^tt^li5^t-^^l:'^ftfr^. nm^m^ys 
STISb^Wp 5 3 c;D^S^^^U-^;l/(^^W^p]i3&tcL^#-&c lfflJIS't'CDa:^1620X 

\^v-y'm^mm0i\zm\.xmM'^ntzAmfi^mM\ts z^cD^mt-^xr^ m 

3A) c 
[0 14 6] 

VII]. p^mmz : p 5 2m.m.(0Wi§. 

A. W^-i|<h;^r£ 

h y yy.mmm.'^. d o t a p ^< :t >'I4mm h ^ >7. 7 x •> 3 >ism 
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(Boehringer Mannheim) ^Tzit^J >^t) J^^m^^^X^f^i^^Wp 5 3^ 
>n{7n (173A. 249S) ^3- KT-Sfg^y^;^^ H43j:I/T^:tV-< S/>iiK'ti 

tt#^S574285^$ i>'>^:^— il<Z)j^S#^26~58o cni-ii2^JGCCTTGCCTT|I^S^ 
LT. i2^UTGCCTTTTCT«l«gr^) (7)^ p 5 3 lig-^SS^iJ 

b/co ^^^^-p 5 3mm<Drzisb(ommmmm^^t^u^^-^~'mm^x 

a:, ^z^^a-^-i iy^^rzitGAia^^^-r^i^^^xa^mmizmLXs h^>y. 
y hit^ a->^mmLrz. 960j:-)imm^myiyh (costar) ^omm 
mm^it^!\^xmmL. mmmm.i^ (Promega) ^^uT;u>':7i^-ii^^'ii 

[0 14 7] 

WAF 1 ^Sct^ p 5 3f£^. t^S^fla^2lR#re^MJib. N U 
7l<l:-3lHl'rT^\ mtm-oX. lO.OOO rpmTSOl^'fBl^^^^ hltb^^^, SOmMHE 
PES, pH7.5> 0.]%NP-40, 250 niMN a C 1 , 5 mMEDTA. 50 mMN a 
F. 1 mMDTT^ 50 ug/iDl7:7"P5^->, ] mg/mlPefabloc (Boehringer Mannhe 
im) ^IZ^n'b'^^^mmLrz. BradfordISm (BioRad) "^m^^^X ^ >Jt^ WiM^ 

Sy;l. (Novex) ±{Cfflc-&/co 20%>r^y-;U^^WT'&Towbin$SSj?^ (Towbin 
et al.. 1979. Proc. Narl. Acad. Sci. USA 76. 4350) 4" <^Iniinobilon PflM (Mi 
llipore) ±\Z. ^ >A'^ K^?:^ U/io 32.547.5 kDa:^^M"7-;b-fBlTM^^ 
^LT. SuperBlock (Pierce) 'i-3%ys^A^ J)/^ ^X\ imf^j&WfLfz 
o ^y^a — :f;Hn#^D — >EA10 (CalbiochemWA F 1 Ab-1) ^^li 
TWAF l^igicr^LT:7'D^> hc^ig^^^yD-:7'L. mAbDO-r (Calb 
iochemp 5 3Ab - 6) ^^l^T±p 5 3 fg^lcB^LT^'D 7 h<3^±*5^^yD 
-:7X/Cc 0.1% h ':?-r~>20^^W-r'5 hU7>ai®^b:fem7K^3lHl^X0MAT 
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Jl^-y^>7.ECL (DuPont) '^mi^X^^m^'^^itL. J\-( /'\-y ^ JUIxE C 
L (Aniershajii Life Science) icnS^Ufeo 
[0 14 8] 

B. mw<: 

^^i:7a-> (Hl299XU^^-:^-) P 5 3 T4i^6t)lC h ^ >7s 7 

hLT. u#-^-)afE^^^iS]735i^i'^S'(2iip 5 3(Dm:^^^m-r^m 
msB) o H]299/'\^:!f^-^-mm^xi&u^)i(DR^^'mt^mm^nrzt^ 

. p 5 3^^z:n^comm^x^o:>w^-m^^'v^^:it^^^m-r^o MmMx-<Dit^ 
''i^(D^^:i}mtmmm%tiz^Dmm^nrz<Dx\ ix:i^-rs^-it<E^(7)p 5 s^^^tt 

[0 14 9] 

a cni^. DNAJii^^S^LT. p 5 3 :$^>A'i:7Mi7)l---;;U±^^=b/cb-r^b 

-^'Jl^Y <D-:i:ilFm\z^^h<Dt.^ion^ ([33 3) c ^b^^Yli, ^J3S?§14(c£^ 

wummx^p 5 3^>/N"^Mu^;i-^tg?Mu;^c;;?^', ^b^ifexi^iiSiUT^ci:^^^;^^ 

T I ^ ;i ^ ^ ffclE-r IC , D N A tiiSS'JJ H U 7 v -> > Oi'^m ^U^L 
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iZh^^^^ioi^-f. !j:mm<Dm& (0.4—40 ug/ml) ^^-jSe^^lf ag 

[0 15 0] 

^-SWAF 1 ^±m^mmLrzo p S 3^^3^b?^j:liSaos-2'i'I^MMS^^«$SS 

l/WAF 1 tC^bT':7XX^>>^D';/ hT5:^tfTL;^Cc 2 00^.^gS^p 5 3^ 

P 5 3 ^^r^Saos-2iB^^*TC7:>WAF- l|g?E^i^3^ L/i7&^o7t75^. L^i^Lif 
^§yp 5 3 ^fg?i-r^U20SiiifflflStf TOWAF- 1 fg:^^±#$#;^: (^-^(^^ 

[0151] 

mizmLxmm^nrzh<Dt\m^:^nz§Sitj:^. moit^mmzmi^ibn^mm 
mmmit-mz. ?^m^mi^p 5 s^m'r^mm'vitms:^^^^ (Lowe et ai., 

]993. Nature 362. 847-849: O'Connor et al. . ]997. Cancer Res. 57. 4285- 
4300) o mm. DNAJifS?f'JT*^7 HU7-7-r ^>t^, n^(Dm^iZ:^l^X. 



— t 
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[0 15 2] 

^mmmi^-^ O 5 3<DmmiEit^\Bimi^'i^^ (Brown et al.. 1997. J. Cli 
n. Invest. 99, 1432-1444) . <t'^!\^OXlt. ^Js^ll^tc 43 1^X150.03 mMT1£ilT 

[0 15 3] 

A. trntyj^ 

mmmm^.'^, i§SM^PBSTTT€\ 1 x 30<^A375.S2^/ct^5 X 10^ 
DLD 1 $fflJia^90%Matrigel (Becton Dickinson) 20 gC7)|lltNU/NU - 

nuBR-^OP^ (Charles River Laboratories) L 0. 

i%y)],a-y^p-m (BASF) ^-^^r^^m-kmrnm^T. it^^^x^m^ 

(Euhus et al., 1986. J. Surg. Oncol. 31. 229-234) o 
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[0 15 4] 

in vivoTc^p 5 3(Dm^. ^b^tjXIi, ^f^mmitp 5 3 ^WT-SMfi^* 
c^niA bl620lC5c^-r-6xt: h-y'^^m-t^p 5 3^ilOD^^il:f;.^U^;i/^ti5^ 
&XHm9/Ut^-:P'- + mmm%Wv 5 3^)jad33ltCDS:TMS-^i^c^"'r 

p 5 3 mA bDO- 1 ^m^^fzO x.P^^ >y*a y hxmi^LTzm^s 

[0 15 5] 

[0 1 5 6] 
C. 

3^^^S^*^lcji:iali3ifflpJ#^TS)^o ^{J<;li'i\ /hD N AigM^I5^(Cfi#^^li 
■TDLD- l^Jia'f'c^fiSZ^igl^^S^i. fb^ir^XO^^<b^§ttfCJ:0tiS&W 
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p 5 s^mm^mt. mmmcD^^itrnz^m-^n^^^. 

[0 15 7} 

^llh^t^JoilfzL. V'^7nIC200 uig/kg/B (100 iiig/kg/ 1 Q 2 T]4M 

^QS#L/c«^ic, mmi^mm^nm^'Drz (^'-i$^\t7ik:^nxi^tj.h^) . m 

3(D$mizm^JS,'^^kmU^MZJ:^t^<Dt^Jon^ (Lassus etal., 1996. E 
MBOJ. 15. 4566-4573) . ^i^lZs MSHt^Sg;^ hl/X. FOAtiDN A^E^4^3 J: 

umm^rzitmmmx^it. p s scDTyfsh^i^T.iiFmizni'Xmmmm^i^^ 

fi^ll^^tt-l) (Chen et al. . 1996. Genes and Dev. 10. 2438-2453) c ^(O^ 
[0 15 8] 

^, m^^rz\tmmmf<D'^m^'izm^^^x^^:^^m(Dmn(Dr^^ 
m 1 A] 

p 5 3DBD±(7)SSa5^fe#i4xb*h-y(7)B:P 

p 5 3DBD^t®/h?i§^Ox;i'4'Tlil^L, Mil^X^ >^o.^- h Lfzo EL 

mWt^ir) Ah IQZOlznt^J^^ih-y'O/^-^iyh^m^Lrzo 0.5 ngCD^^ 
gyp 5 3DBD^-r>^a.^-hb/Co mAbl620lC3c^T'S)Sli¥xb"h-7"t^. 

im 1 B] 

p 5 3DBD±C0^m&^^X}^h-y'(D^m 

I SA^^tS. 7l<±(c«tt^4i/c5t^B^':7x;u<i:itget7t«'&<0, JD.I?i»^x;bcfH 
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?5#T^mAbl620lC^*-r^xei — y'(D/^-±>h^m'&Lrz. 1.25 ng(^F 
LAG^'^'ibp 5 3DBD^[S^U, ASXlTDumLX. JaFLAG. niAb 3620 

im 1 C] 

3^^^T^mA b]620lC^«r-r^Xtf h-yco;^— fe> h^Ji^U/^, niA bJ620lC 

im2A] 

[1^2 B] 

^m^mWp 5 3DBD±cOl620Xb"h-7"c^^^{b 

1 ngCDS^Mp 5 SDBD^H^L, Yb^tl^fcti^^jgSCDDM S O t: t ^ 
[^2 C] 

5^.^g:^^4^p 5 3DBD±CD1620Xt: 1 — y^<D^^it 
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3 o^mizt^LxmiELrz. 

mmi^fz. mmmm!i^^±^ >A^mizmi.x^mi\:L. oji7s^>':/uy hx 

^t/rb/^io >^0';/ h(7)±gE^±p 5 3 iC^LTinAbDO- 1 T'yD-:7'L, m 
H]299/U7j^-3'- + 5^.^.g:S*p 5 3^SS65R(OSTM3g^i^*-r'&vC77x 

mm^^mmt\^fz. mA biezotc^^r^xtf 1 — 7'^^tp 5 3(ds^el i 

SA^^STm^L, 1620Plttp 5 3 5i^plC43l't^ii:^^. ^^^JfLMM^TiJ^ b cD?g^g 
4^*cO]620IH4p 5 3(^i^iltC?^tT*SlEL^c, p5 3 $s^tStt(Dii5^ ^ft^l" 
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FIG. 6A 
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[116 B} 

FIG. 6B 
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abstract 



1-3,5. 

9-11, ZZ, 
23 

6.12,13, 
16-19 



V- 



f ««thttr doeunvnto ai» (iMtsd In «tt« oonHnuaCion of box C. 
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Present claims 4 and 20 relate to en extremely large nuBiber of possible 
compounds . Support within the meaning of Article 6 PCT and/or disclosure 
within the neaning of Article 5 PCT is to be found, however, for only a 
very small proportion of the compounds claimed. In the present case the 
Claims so lacK support, and the application so lacks disclosure, that a 
Bieamngful search over the whole of the clained scope Is impossible 
Present clafns 1-3,5-15,17-19,21-23 relate to compounds, methods and 

diseases defined hv r*s-Fprianr» riBc4>>aKio r- .i"r|e-.-s-.-i-T-. -j. j. .^-.j... . 

and properties, namely : 

♦ compounds by being a "non-peptide compound", being "capable of binding 
to one or more doraains of rutant p53 protein under physiological 
conditions and of stabilizing a functional conformation therein". 

* methods of 'promoting wild-type activity In a mutant form of hun»an 
protein of the p53 family, wherein one or more functional activities of 
said protein are at least partially in^aired by the Inability of said 
protein to maintain a functional conformation under physloloolcal 
conditions" . 

^r^^l^®?? ^J^*^ associated with possesssion of a mutant protein of 
tne p53 family having one or more diminished woild-type activities" 
The claims cover all compounds, methods and diseases having these 
characteristics and properties, whereas the application provides support 
i!!!?-.*!?® J^JJi"^ Article 6 PCT and/or disclosure within the meaning 
of Article 5 PCT for only a very limited number of such 
connpoundshods/apparatus. In the present case, the claims so lack support 

aPP'^'^a'tion so lacks disclosure, that a meaningful search over 
the whole of the claimed scope is impossible. Independent of the above 
reasoning, the claims also lack clarity (Article 6 PCT). An attempt is 
made to define the compounds and methods by reference to a result to be 
achieved. Again, this lack of clarity in the present case is such as to 
render a meaningful search over the whole of the claimed scope 
impossible Consequently, the search has been carried out for those parts 
Of the claims which appear to be clear, supported and disclosed, namely 
those parts relating to the compounds of claims 24 and 25 and on therapy 
of cancer, with due regard to the general idea underlying the 
application. 



CONCLUSIOM: 

- Claims not searched : claims 1-23 

- claims searched : claims 24 and 25 
cancer. 



as far as relating to the therapy of 



The applicant s attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66. Ue) PCT). The applicant 
Is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched This is 
the case Irrespective of whether or not the claims are amended followlno 
receipt of the search report or during any Chapter 11 procedure 
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(57) Abstract 

The invention is in the field of cancer treatment. In particular, the present 
invention provides pharmaceutical compounds capable of interacting with mutant 
and non-mutant forms of cancer-related regulatory proteins such that the mutant 
protein regains the capacity to properly interact with other macromolecules, 
thereby restoring or stabilizing all or a portion of its wild type activity. Regulatory 
proteins include members of the p53 protein family such as, for example, p53, 
p63 and p73. The compounds of the invention are useful for cancer treatment. 
Methods for screening for such pharmacological compounds are also provided. 
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